SUMMARY Association of HLA-DR4/Dw4 with rheumatoid arthritis (RA) is well established, but conflicting data exist on a possible association with the severity of the disease, including its extra-articular manifestations. In order to investigate whether a subgroup of RA is preferentially associated with DR4, HLA typing was performed in two groups of patients with severe extra-articular manifestations (Felty's syndrome and histologically proved leucocytoclastic vasculitis), patients with severe joint destruction (seropositive and seronegative), a group with only mild joint destruction, and in healthy controls. The frequency of HLA-DR4 was significantly raised in all patient groups compared with that in healthy controls. The two groups with severe extra-articular manifestations, however, both had a DR4 frequency of 92%, which was significantly (p=0002) higher than the 62*7% found in the remaining patients. No significant differences were observed between severe or mild joint destruction and seropositivity or seronegativity in the groups without the above-mentioned extra-articular manifestations. From these data we concluded that DR4 is preferentially associated with severe extra-articular disease manifestations of RA. This observation provides an immunogenetic basis for the disease heterogeneity and for the immunological analogy between RA and leprosy.
The association of HLA-Dw4/DR4 with rheumatoid arthritis (RA) is well established.lA RA The frequency of HLA-DR4 was significantly higher in all RA groups than in the healthy controls (Table 2 ). The patients with FS and vasculitis both had a markedly raised DR4 frequency (92%). Thus 12 It should be noted that joint destruction per se was not found to be associated with HLA-DR4 in the present study (C, D v E), which is in agreement with one study'7 and in contrast with another.7 Thus HLA-DR4 appears to be associated with severe extra-articular rather than with articular disease. In this context it may be of importance that in patients with severe articular involvement, but without FS or documented vasculitis, or both, the presence of RF was not associated with HLA-DR4. In a previous study we showed that the titres of circulating RF were not associated with the severity of joint involvement, but a strong association was found with the presence of extra-articular disease (e.g., RV). 25 From those results and the present data we therefore conclude that the presence of high titres of RF and HLA-DR4 may both contribute to the development of extra-articular involvement in RA.
There are two explanations for the preferential association of DR4 with extra-articular or 'systemic' RA. Both explanations assume that its less striking but still increased frequency in the groups without FS and/or histologically proved vasculitis is caused by 'dilution' of this group with less prominent extraarticular manifestations not classified as FS or RV.
The first explanation is that DR4 is a marker for a disease modifying gene, RA as such not being associated with DR4. This explanation was suggested earlier by de 
